The protein interacting with C-kinase 1 (PICK1) has been implicated in the susceptibility to schizophrenia. PICK1 interacts with enzymes and receptors that play roles in the pathogenesis of schizophrenia via glutamatergic dysfunction. Recently, two studies reported associations between schizophrenia and two PICK1 gene polymorphisms, rs3952 in Chinese and Japanese populations and rs2076369 in a Japanese population. We attempted to confirm these associations in a case-control study of 1765 Japanese patients with schizophrenia and 1851 Japanese control subjects. Neither polymorphism was associated with schizophrenia (rs3952, p = 0.755; rs2076369, p = 0.997). A haplotype block with these polymorphisms spanning the 5 0 region of the PICK1 gene showed high linkage disequilibrium in the Japanese population (D 0 = 0.98, r 2 = 0.34); however, neither haplotype was significantly associated with schizophrenia. We conclude that the common haplotypes and polymorphisms of the PICK1 gene identified thus far are unlikely to contribute to genetic susceptibility to schizophrenia in the Japanese population. #
Objective of the study
The protein interacting with C-kinase 1 (PICK1) is also known as protein kinase C-alpha-binding protein (PRKCABP). PICK1 contains a PDZ domain and a conserved arfaptin homology (AH) domain. The PDZ domain of rat Pick1 interacts with splice variants of AMPA receptor subunits (Dev et al., 1999; Lu and Ziff, 2005; Sossa et al., 2006) , and PICK1 appears to modulate synaptic transmission by regulating AMPA receptors in brain (Xia et al., 1999) . AMPA receptors can improve cognitive function in patients with schizophrenia (Coyle et al., 2002) . PICK1 also colocalizes and interacts with dopamine transporter (DAT) (Torres et al., 2001) , and metabotropic glutamate receptor 7 (GRM7) (Boudin et al., 2000; Dev et al., 2001; Enz and Croci, 2003) . More recently, Fujii et al. (2006) found that PICK1 interacts with serine racemase, which is a D-serine synthesizing enzyme that may play a role in the pathogenesis of schizophrenia. Taken together, the functional and structual features of PICK1 suggest that it may play a role in schizophrenia, because glutamatergic and dopaminergic dysfunction are thought to be involved in one of the most important neural pathways underlying vulnerability to the disease. 
